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Commissioner for Patents 
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Sir: 

It is hereby requested that a Request for Certificate of Correction under 37 C.F.R. 
§ 1 .322 be issued for the above captioned U.S. Patent. This Certificate of Correction is being 

requested due to mistakes which appear in the claims of the printed patent. Applicants believe 
the mistakes were incurred through the fault of the Patent and Trademark Office. Therefore, 
Applicants believe no fee is due with this request. However, if a fee is due, please charge 
Deposit Account 50-3994. 

Specifically, the printed patent contains the following errors for which a Certificate of 
Correction is respectfully requested: 

In the claims 

On January 9, 2004, Applicants filed an amendment of the claims. (Exhibit A.) 
Thereafter, an Examiner's amendment (Exhibit B) of the claims, dated March 11, 2004, was 
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entered which amended, inter alia, claims 8, 12, 54, 31 and 45 which correspond to claims 1, 6, 

13. 15, and 20, respectively, of the captioned U.S. patent. Claims 1, 6, 13, 15, and 20 of the 

above captioned U.S. patent (Exhibit C) are not consistent with the Examiner's amendment. 

Therefore, Applicants request the following corrections: 

Claim 1, line 11, "3-hydroxypypyrid-2-one" should read -3-hydroxypyrid-2-one, 1- 
hydroxypyrid-2-one-. 

Claim 6, line 1, "3" should read --!-. 

Claim 13, line 2, "lxmedium" should read —IX medium-. 

Claim 15, line 12, "1 -hydroxy pyrid-2-one l-methyl-3-hydroxypyrid-2-one," should read 
- 1 -hydroxypyrid-2-one, l-methyl-3-hydroxypyrid-2-one,--. 

Claim 20, line 3, "van adium" should read -vanadium-. 

Remarks 

The above-noted corrections are made only to correct typographical errors. Applicants 
believe these corrections do not involve such changes in the patent as would constitute new 
matter or would require reexamination. 

A completed Form PTO/SB44 accompanies this request, with the above-noted 
corrections printed thereon. Accordingly, a Certificate of Correction is believed proper and 
issuance thereof is respectfully requested. 

Respectfully submitted, 

/Douglas A. Golightly/ 
Douglas A. Golightly 
Agent for Applicants 
Registration No. 5 1 ,244 
Date: November 17, 2006 240-379-4686 
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Listing of the Claims 
This listing of claims will replace all prior versions, and listings of claims in the 



application. 



1 . (Currently amended) A serum free cell culture medium comprising at least 
one transition metal binding compound or at least one transition element complex, said 
complex comprising at least one transition element or a salt or ion thereof complexed to at 
least one transition metal-binding compound, wherein said medium is capable of supporting 
the cultivation ofa cell in vitro, wherein said transition metal binding compound is selected 
from the group consisting of a polyol, 2-hvdroxvpvridme-N-oxide. l,3,5-N,N\N"-tris(2,3- 
dihydroxybenzoyl)aminomethylbenzene, ethylenediamine-N,N'-tetramethylenephosphonic 
acid, trisuccin, an acidic saccharide, a glycosaminoglycan, diethylenetriaminepentaacetic 
acid, nitrilotriacetic acid, mono-substituted 2,2'-bipyridine, bis-substituted 2,2'-bipyridine, 
tns-substituted 2,2 , -bipyridine, a hydroxamate derivative, an amino acid derivative, 
deferoxamine, ferrioxamine, iron basic porphine, porphyrin and derivatives thereof, 
DOTA-lysine, a texaphyrin, a sapphyrin, a polyaminocarboxylic acid, an 
a-hydroxycarboxylic acid, a polyethylenecarbamate, picolinic acid, 4-pyridoxic acid, 3= 
rtydTOcy--2-pyridiuuiiaUot; maltol, ethyl maltol, Ustilago ferrichrome, nicotinic acid-N-oxide a 
24i ydroxy-nicotinic acid and IRC01 1 . 



2 . (Previously presented) The medium of claim 1 , wherein said transition element 
is selected from the group consisting of scandium, titanium, vanadium, chromium, 
manganese, iron, cobalt, nickel, copper, zinc, yttrium, zirconium, niobium, molybdenum, 
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technetium, rubidium, rhodium, palladium, silver, cadmium, lanthanum, hafnium, tantalum, 
tungsten, rhenium, osmium, iridium, platinum, gold, mercury, actinium, and salts thereof. 

3. (Original) The medium of claim 1 , wherein said transition element is iron, or a 
salt or ion of iron. 

4. (Cancelled) 

5. (Original) The medium of claim 1, wherein said metal-binding compound is a 

polyol. 

6. (Original) The medium of claim 5, wherein said polyol is sorbitol or fructose. 

7. (Original) The medium of claim 5, wherein said polyol is sorbitol. 

8. (Currently amended) A serum free cell culture medium comprising at least 
one transition metal binding compound or at least one transition element complex, said 
complex comprising at least one transition element or a salt or ion thereof complexed to at 
least one transition metal-binding compound, wherein said medium is capable ofsupporting 
the cultivation of a cell in vitro, wherein said transition metal-binding compound is a 
hydroxypyridine derivative selected from the group consisting of 2-hydroxypyridine-N-oxide, 
3-hydroxy-4-pyrone, 3-hydroxypypyrid-2-one, 3-hydroxypyrid-2-one, 3-hy droxy p y i id-4 -one7 
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1 -hydroxypyrid-2-one, 1,2 ■■dimahylO-l i ydi uA ypyi - id-4-one, 1 -methyl-3-hydroxypyrid-2-one, 
3-hydiVM,y-2(lH)-pyiidinoru,, uiiutiuic aiid-N-uxiJi, and 2-hydroxy-nicotinic acid. 

9. (Cancelled) 

10. (Original) The medium of claim 8, wherein said hydroxypyridine derivative is 
2-hydroxypyridine-N-oxide. 

11. (Original) The medium of claim 3, wherein said transition element ion is a 

ferrous ion or a ferric ion. 

12. (Original) The medium of claim 3, wherein said salt of said transition element 
salt is FeCl 3 . 

13. (Original) The medium of claim 1, wherein said transition element complex is 

sorbitol-FeCl 3 . 

14. (Cancelled) 

15. (Previously presented) The cell culture medium of claim 1, said medium 
further comprising one or more ingredients selected from the group of ingredients consisting 
of at least one amino acid, at least one vitamin, at least one inorganic salt, at least one organic 
salt, at least one trace metal, at least one nucleotide, at least one buffering salt, at least one 
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sugar, at least one lipid and at least one hormone. 

1 6. (Original) The cell culture medium of claim 1 , wherein said cell culture medium 
supports the growth or cultivation of at least one cell selected form a group consisting of 
eukaiyotic cells and prokaryotic cells. 

17. (Original) The cell culture medium of claim 1 6, wherein said eukaiyotic cells are 
selected from a group consisting of fish cells, plant cells, animal cells, insect cells and avian 
cells. 

18. (Original) The cell culture medium of claim 17, wherein said cells are selected 
from a group consisting of 293 cells, PER-C6 cells, CHO cells, COS cells and Sp2/0 cells. 

19. (Cancelled) 

20. (Original) The cell culture medium ofclaim 1 , wherein said medium is a defined 
medium. 

21. (Previously presented) The medium of claim 20, wherein said transition 
element is iron, or a salt or ion thereof. 



22 • (Previously presented) The medium ofclaim 1 , wherein said medium does not 
contain transferrin. 
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23. (Original) The medium of claim 1 , wherein said medium does not contain animal 
derived metal carriers. 

24. (Currently amended) A serum-free cell culture medium obtained by 
combining a cell culture medium with at least one transition metal binding compound or at 
least one transition element complex, said complex comprising at least one transition element 
or a salt or ion thereof complex ed to at least one transition metal-binding compound, wherein 
said medium is capable of supporting the cultivation of a cell in vitro, wherein said transition 
metal binding compound is selected from the group consisting of a polyol, 2z 
hydroxvpyridine-N-oxide, 1 ,3,5-N,N , ,N , '-tris(2,3-dihydroxybenzoyl)aminomethylbenzene, 
ethylenediamine-N,N'-tetramethylenephosphonic acid, trisuccin, an acidic saccharide, a 
glycosaminoglycan, diethylenetriaminepentaacetic acid, nitrilotriacetic acid, 
mono-substituted 2,2'-bipyridine, bis-substituted 2,2'-bipyridine, tris-substituted 2,2'- 
bipyridine, a hydroxamate derivative, an amino acid derivative, deferoxamine, ferrioxamine, 
iron basic porphine, porphyrin and derivatives thereof, DOTA-lysine, a texaphyrin, a 
sapphyrin, a polyaminocarboxylic acid, an cc-hydroxycarboxylic acid, a 
polyethylenecarbamate, picolinic acid, 4-pyridoxic acid, 3 -hydroxy 2-pyridincethyl malt u l, 
maltol, ethyl maltol, Ustilago ferrichrome, nicotinic acid-N-oxide, 2-hydroxy-nicotinic acid 
and IRC011. 



25. (Previously presented) The medium obtained according to claim 24, wherein 
said transition element is selected from the group consisting of scandium, titanium, 
vanadium, chromium, manganese, iron, cobalt, nickel, copper, zinc, yttrium, zirconium, 



- 8 - EPSTEIN et al. 

Appl. No.09/650,339 

niobium, molybdenum, technetium, rubidium, rhodium, palladium, silver, cadmium, 
lanthanum, hafiiium, tantalum, tungsten, rhenium, osmium, iridium, platinum, gold, mercury, 
actinium, and salts thereof. 

26. (Original) The medium obtained according to claim 24, wherein said transition 
element is iron, or a salt or ion thereof. 

27. (Cancelled) 

28. (Original) The medium obtained according to claim 24, wherein said metal- 
binding compound is a polyol. 

29. (Original) The medium obtained according to claim 28, wherein said polyol is 
sorbitol, dextran, or fructose. 

30. (Original) The medium obtained according to claim 29, wherein said polyol is 
sorbitol. 

31. (Currently amended) A serum-free cell culture medium obtained by 
combining a cell culture medium with at least one transition metal binding compound or at 
least one transition element complex, said complex comprising at least one transition element 
or a salt or ion thereof complexed to at least one transition metal-binding compound, wherein 
said medium is capable of supporting the cultivation of a cell in vitro, wherein said metal- 
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binding compound is a hydroxypyridine derivative selected from the group consisting of 2- 
hydroxypyridine-N-oxide, 3-hydroxy-4-pyrone, 3-hydroxypyrid-2-one, 3-hy drox y p y i i d=4~ 
one; l-hydroxypyrid-2-one, 1 ,2-dimetl i yl--3-hydr o x>pv r id-4-on c , 1 -methyl-3-hydroxypyrid-2- 
one > 3-hydroxy- 2(lII)-py r i tH nonc, nic o t i nic d i id-N-u x ide, and 2-hydroxy-nicotinic acid. 

32. (Cancelled) 

33 . (Previously presented) The medium obtained according to claim 3 1 , wherein 
said hydroxypyridine derivative is 2-hydroxypyridine-N-oxide. 

34. (Original) The medium obtained according to claim 24, wherein said transition 
element ion is a ferrous ion or a ferric ion. 

35 . (Original) The medium obtained according to claim 34, wherein said salt of said 
transition element salt is FeCl 3 . 

36. (Original) The medium obtained according to claim 24, wherein said transition 
element complex is sorbitol-FeCl 3 . 

37-43. (Cancelled) 



44. (Previously presented) A kit for the cultivation of a cell in vitro, said kit 
comprising: 
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(a) at least one first container containing at least one first component selected 
from the group consisting of one or more cell culture media or media 
ingredients, and one or more cells, and 

(b) at least one second container containing at least one second component 
selected from the group consisting of one or more transition metal binding 
compounds and at least one transition element complex, said complex 
comprising at least one transition element or a salt or ion thereof complex ed 
to at least one transition metal-binding compound. 

45. (Previously presented) The kit of claim 44, wherein said transition element 
is selected from the group consisting of scandium, titanium, vanadium, chromium, 
manganese, iron, cobalt, nickel, copper, zinc, yttrium, zirconium., niobium, molybdenum, 
technetium, rubidium, rhodium, palladium, silver, cadmium, lanthanum, hafnium, tantalum, 
tungsten, rhenium, osmium, iridium, platinum, gold, mercury, actinium, and salts thereof. 

46. (Original) The kit of claim 44, wherein said transition element is iron, or a salt 
or ion thereof. 

47. (Currently amended) The kit of claim 44, wherein said metal-binding 
compound is selected from the group consisting of a polyol, a hydroxypyridine derivative, 
l,3,5-N,N',N"-tris(2,3-dihydroxybenzoyl)aminomethylbenzene, ethylenediamine-N,N'- 
tetramethylenephosphonic acid, nitrilotriacetic acid, trisuccin, an acidic saccharide, a 
glycosammoglycan, diethylenetriaminepentaacetic acid, mono-substituted 2,2'-bipyridine, 
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bis-substituted 2 ) 2'-bipyridine, tris-substituted 2,2 , -bipyridme, a hydroxamate derivative, an 
amino acid derivative, deferoxamine, ferrioxamine, iron basic porphine, porphyrin and 
derivatives thereof, DOTA-lysine, a texaphyrin, a sapphyrin, a polyaminocarboxylic acid, an 
a-hydroxycarboxylic acid, a polyethylenecarbamate, picolinic acid, 4-pyridoxic acid, 3= 
hydroxy 2 pyridine^ vlinallul, maltol, ethvlmaltol. Ustilago ferrichrome, nicotinic acid-N- 
oxide, 2-hydroxv-nicotinic acid and IRCO 1 1 . 

48. (Original) A composition comprising the culture medium of claim 1 and at least 
one cell. 

49. (Original) The composition of claim 48, wherein said cell is selected from the 
group consisting of a plant cell, a mammalian cell, a bird cell, an insect cell, or a fish cell. 



cell. 



50. (Original) The composition of claim 49, wherein said mammalian cell is a human 

51 . (Original) The composition of claim 48, wherein said cell is a normal cell. 

52. (Original) The composition of claim 48, wherein said cell is an abnormal cell. 



53. (Original) The composition of claim 52, wherein said abnormal cell i; 
transformed cell, an established cell, or a cell derived from a diseased tissue sample. 
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54. (Original) The medium of claim 1, wherein said medium is a IX medium 
formulation. 

55. (Original) The medium of claim 1, wherein said medium is a concentrated 
medium formulation. 

56. (Original) The medium of claim 1, wherein said transition metal binding 
compound is ferrous gluconate. 

57. (Original) The medium of claim 1, wherein said transition metal binding 
compound is acetohydroxamic acid. 

58. (Original) The medium obtained according to claim 24, wherein said transition 
metal binding compound is ferrous gluconate. 

59. (Original) The medium obtained according to claim 24, wherein said transition 
metal binding compound is acetohydroxamic acid. 



60-61. (Cancelled) 
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EXAMINER'S AMENDMENT 
An examiner's amendment to the record appears below. Should the changes and/or 
additions be unacceptable to applicant, an amendment may be filed as provided by 37 CFR 
1 .31 2. To ensure consideration of such an amendment, it MUST be submitted no later than the 
payment of the issue fee. 

Authorization for this examiner's amendment was given in a telephone interview with F. 
Cottingham on 3/3/04. 

The application has been amended as follows: / 



IN THE CLAIMS / 
Claims 1 , 5-7, 1 3, 1 6, 1 7, 24-26, 28-30, 36, 47-53, 56-59 have been canceled. 

Claim 2, line 1 , "1 " has been changed to —8 — . 

Claim 3, line 1 , "1 " has been changed to —8 — . 

Claim 8, line 1 , after "serum free" has been inserted — mammalian — . 

Claim 8, line 5, after "cultivation of a" has been inserted —mammalian--. 

Claim 8, line 7, the second compound, "3-hydroxypypyrid-2-one" has been deleted. 

Claim 1 1 , line 1 , "3" has been changed to — 8 — . 

Claim 1 2, line 1 , "3" has been changed to — 8—. 

Claim 1 5, line 1 , "1 "' has been changecTto —8—. 

Claim 1 8, line 1 , "1 7" has been changed to — 8— 
/ 

Claim 20, line 1 , "1 " has been changed to —8—-. 
Claim 22, line 1, "1" has been changed to — 8—. 
Claim 23, line 1 , "1 " has been changed to —-8—. 
Claim 31, line 1 , after "serum-free", has been inserted —mammalian—. 
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Claim 31 , line 5, after "cultivation of a" has been inserted — mammalian—. 
Claim 34, line 1 , "24" has been changed to — 31 — . 
Claim 44, line 4, after "one or more^has been inserted —mammalian—-. 
Claim 44, last line, has been inse/ted 

---wherein said transition metal-binding compound is a hydroxypyridine derivative 
selected from the group consisting of 2-hydroxypyridine-N-oxide, 3-hydroxy-4-pyrone, 3- 
hydroxypyrid-2-one, 1 -hydroxypyrid-2-one, 1 -methyi-3-hydroxypyrid-2-one and 2- 
hydroxy-nicotinic acid . 



Claim 54, line 1, "1" has been changed to —8—. 

/ 

Claim 55, line 1, "1" has been changed to — 8—. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Sandra Saucier whose telephone number is (571) 272-0922. 
The examiner can normally be reached on Monday, Tuesday, Wednesday. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) a^S®-2J,Z=^4-Q7 (toll-free). 

Sandra Saucier 
Primary Examiner 
Art Unit 1651 
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metal binding compounds, failed to support the growth of 
the cells over three passages. 

The ability of various metal binding compounds to sub- 
stitute for transferrin in the culture of Sp2/0 cells was 
determined and the results are seen in Table 3. When added 
to the medium formulation un-complexed, the metal binding 
compound is listed alone, when added as a complex with a 
transition metal, the source of the transition metal is listed 
with the metal binding compound. 

li 

TABLE 3 



complexed to at least one transition metal-binding 
compound, wherein said medium is capable of supporting 
the cultivation of a mammalian cell in vitro, wherein said 
transition metal-binding compound is a hydroxypyridine 
derivative selected from the group consisting of 

2- hydroxypyridine-N-oxide, 3-hydroxy-4-pyrone, 

3- hydroxypypyrid-2-one, 1 -methyl-3-hydroxypyrid-2-one, 
and 2-hydroxy-nicotinic acid. 

2. The medium of claim 1, wherein said transition element 
is selected from the group consisting of scandium, titanium, 
vanadium, chromium, manganese, iron, cobalt, nickel, 
copper, zinc, yttrium, zirconium, niobium, molybdenum, 
technetium, rubidium, rhodium, palladium, silver, cadmium, 
lanthanum, hafnium, tantalum, tungsten, rhenium, osmium, 
iridium, platinum, gold, mercury, actinium, and salts thereof. 

3. The medium of claim 1, wherein said transition element 



a salt oi 



n of ir 



3p2 tested at 5, 1 
erine Hydroxama 



3-Hydroxy-2-Nitropyridir 



Having now fully described the present 
detail by way of illustration and example for purposes of 
clarity of understanding, it will be obvious to one of ordinary 
skill in the art that the same can be performed by modifying 
or changing the invention within a wide and equivalent 
range of conditions, formulations and other parameters 
without affecting the scope of the invention or any specific 
embodiment thereof, and that such modifications or changes 
are intended to be encompassed within the scope of the 
appended claims. 

All publications, patents and patent applications men- 
tioned in this specification are indicative of the level of skill 
of those skilled in the art to which this invention pertains, 
and are herein incorporated by reference to the same extent 
as if each individual publication, patent or patent application 
was specifically and individually indicated to be incorpo- 
rated by reference. 

What is claimed is: 

1. A serum free mammalian cell culture medium com- 
prising at least one transition metal binding compound or at 
least one transition element complex, said complex com- 
prising at least one transition element or a salt or ion thereof 



4. The medium of claim 1, wherein said hydroxypyridine 
20 derivative is 2-hydroxypyridine-N-oxide . 

5. The medium of claim 1, wherein said transition element 
ion is a ferrous ion or a ferric ion. 

6. The medium of claim 3, wherein said salt of said 
transition element salt is FeCl 3 . 

15 7. The cell culture medium of claim 1, said medium 
further comprising one or more ingredients selected from the 
group of ingredients consisting of at least one amino acid, at 
least one vitamin, at least one inorganic salt, at least one 
organic salt, at least one trace metal, at least one nucleotide, 
at least one buffering salt, at least one sugar, at least one lipid 
and at least one hormone. 

8. The cell culture medium of claim 1, wherein said cells 
are selected from a group consisting of 293 cells, PER-C6 

15 cells, CHO cells, COS cells and Sp2/0 cells. 

9. The cell culture medium of claim 1, wherein said 
medium is a defined medium. 

10. The medium of claim 9, wherein said transition 
element is iron, or a salt or ion thereof. 

o 11. The medium of claim 1, wherein said medium does 
not contain transferrin. 

12. The medium of claim 1, wherein said medium does 
not contain animal derived metal carriers. 

13. The medium of claim 1, wherein said medium is a 
5 lxmedium formulation. 

14. The medium of claim 1, wherein said medium is a 
concentrated medium formulation. 

15. A serum-free mammaliarn cell culture medium 
obtained by combining a cell culture medium with at least 

o one transition metal binding compound or at least one 
transition element complex, said complex comprising at 
least one transition element or a salt or ion thereof com- 
plexed to at least one transition metal-binding compound, 
wherein said medium is capable of supporting the cultiva- 

5 tion of a mammaliarn cell in vitro, wherein said metal- 
binding compound is a hydroxypyridine derivative selected 
from the group consisting of 2-hydroxypyridine-N-oxide, 
3-hydroxy-4-pyrone, 3-hydroxypyrid-2-one, 
l-hydroxypyrid-2-one l-methyl-3-hydroxypyrid-2-one, and 

: 2-hydroxy-nicotinic acid. 

16. The medium obtained according to claim 15, wherein 
said hydroxypyridine derivative is 2-hydroxypyridine-N- 

17. The medium obtained according to claim 15, wherein 
5 said transition element ion is a ferrous ion or a ferric ion. 

18. The medium obtained according to claim 17, wherein 
said salt of said transition element salt is FeCL. 
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19. A kit for the cultivation of a cell in vitro, said kit 
comprising: 

(a) at least one first container containing at least one first 
component selected from the group consisting of one or 
more mammalian cell culture media or media 
ingredients, and one or more cells, and 

(b) at least one second container containing at least one 
second component selected from the group consisting 
of one or more transition metal binding compounds and 
at least one transition element complex, said complex 
comprising at least one transition element or a salt or 
ion thereof complexed to at least one transition metal- 
binding compound wherein said transition metal- 
binding compound is a hydroxypyridine derivative 
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2- hydroxypyridine-N-oxide, 3-hydroxy-4-pyrone, 

3- hydroxypyrid-2-one, l-hydroxypyrid-2-one, 
l-methyl-3-hydroxypyrid-2-one and 2-hydroxy- 

20. The kit of claim 19. wherein said transition element is 
selected from the group consisting of scandium, titanium, 
van adium, chromium, manganese, iron, cobalt, nickel, 
copper, zinc, yttrium, zirconium, niobium, molybdenum, 
technetium, rubidium, rhodium, palladium, silver, cadmium, 

' lanthanum, hafnium, tantalum, tungsten, rhenium, osmium, 
iridim, platinum, gold, mercury, actinium, and salts thereof. 

21. The kit of claim 19, wherein said transition element is 
iron, or a salt or ion thereof. 
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